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00 (54) Title: MODULATORS OF CELL-SURFACE RECEPTORS OF THE IG-CLASS 

O (57) Abstract: Method of identifying a modulator of CD28 comprising comparing a structural model of a candidate modulator with 
I^J a structural model of CD28 to thereby determine whether the modulator will bind to CD28, wherein the structural model is derived 
O fr° m » or comprises, structural coordinates of a crystal of: (i) CD28, (ii) a fragment of CD28, or (iii) a homologue of (i) or (ii). The 
O crystal of CD28 in a soluble form complexed with the Fab fragment of a mitogenic (superagonistic) antibody has been obtained 

and used for the determination of the 3D-structure of the receptor. The application also relates to modulators of superagonistic 
^\ signalling for any receptor of the CD28 family, i.e. to superagonistic antibodies and chimeric proteins thereof, and to the screening 

of the superagonistic modulators. In the methods of screening, the binding of the candidate modulators to a portion of the receptor 

proximal to the cell membrane is investigated. 
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